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[0003] — ;£\ lQSS^^^^^^/cHiL^feft^RNA^p^CRNA interference, RN A 
i) {2, -^RNA^ioTE^^MW^mRNA^^^^^^tCiSit^^m 

*^2*^RNA^)^ Dicer^l^(m§RNaseIII^^^C0^14{Cj;t)siRNA (short i 
nterfering RNA) tm-£ft,Z>21 — 25;*^;^KOM^RNA(C#£?£t"U ^X 
. ^siRNA#\ RISC (RNA-induced silencing complex) blfy&fo&Vtf&M 

?^s<?m&&mzm.Zf-&&n, ^^rna(catp^#w^^l, ^wrnast^ 

M^Z&^*-^Mz£V&Z%bmtttlX\,^mx.l-£, ##rF^7-12# 

t^BCR-ABL-^AML 1 — MTG 8 i V fc3r^mRNA(D3i§^£:#] ft| -f-^RN A^F- 

[0004] — ^ SjfiL^fjNfliaW, AML0filtt#Mf£6lfa.#l, acute myeloid leukemia 
h ALL G§lt£y^tt£lf[L#i, acute lymphocytic leukemia) „ CML 
MttSlfo.^. chronic myeloid luekemia)#£<D70— 100%T-jE3t#M$«- 
i£-< 1000- 10000{£<bV >5Flt3©i«5l8^iS«^$tt5ri:dS*Rfe$HTV ^ (#1*. 
if. ^#rP^17#m)o FltS^KiitPffT^-Ki-^^^iC 
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[ooo5] ^ig^ioo#j®«, Fitwrnrnzftu-f^t, F\tzm$mn%&x.xf/x.\-z 

. / t4w m A (-/.mnu ^r-J » >_C r>l. n* WIBj4r/l,4fflllil'n. »f /TJ l*T?UO /TTFl 

^^SteSSflS, £t>izm*.tZ. Flt3i^^mSjfiL^IS^S.TJ t / / 'X}iFlt3/ITD 

-t, Fitm^<D^M^m-r^t. Fit3^=— h-rz>mm<o&mz.m'3< : & 
Mzwffl-rzz-k, Fit3* MmM^-r^^m-r^t. F\\2>*^?m$mM%: 

[ooo6] *fc, Hfifem^^J:^^^^*^^, Fit3i^^m 

«B^^/X}iFlt3/ITD^M^^*», 09*.tf, Flt3i*i38^#fb*lllflS.R.t*/ 

xttFit3/rrDaE^w*^3iwJia, Fit3M&&& fomm&Rx? 

»fHL55&fi&£*m$-lir ; 5^ ffffBiMJc^-C. Flt3itfe^-£>3£3l*3:#]ffiiJ 
-T5~^ Flt3^-K-t-§^o^M{'S^<#^«]©J-t- ; 5-i:. Flt3 & 3feit*S 
^^/^^©J«r^,Flt3^^-?^S^m*^rfflJ^J-t-5wi:^(D^^<i:t>lo?r 

[0007] £fc, #!SW<D$bfcte<£MMS5l4, Flt3iii3i^^jlS&tf/;mFlt3/ITD^-^ 

*e>j;iw*.ftf, Fit3i«»^ejiiL^iia&rj«/xr4Fit3/iTi^^wejiiL^swjfi 
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[0008] &&9\<D&\<DWWtt* HftffiTxKh— ~>X&&jj&&&}&£.<ft Fit 

[0010] #3893 tt, »2<D«g5-CW:, Tie (a) - (c) : 

Ca)iB^J#^:27|5^^tbIES^Flt3<Dj^3a^^^(DcDNA^SBB^J{-^^-t" 

(b) |E^J#^: 28fettOthjE^MFlt30^^-— if^i^CDcDNA^SE^Jf-^ 

(c) SE^JS^ : 29ia«Otb3E^SlFlt3<OATPjt^aS(S«l«OcDNAifiSSB^J{C 

BB#l#-§-:l* 4, 7. 32, 35^.t^38/6^5S¥i , 9*^fc^<i:t>iac>J^SBB 
^iJ^^i--5RNASE^J^*-t-^C»^j5^tf btbSo £fbl-, *3£W<^Mj£#Ji: 
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-fz>mmtG&im-% ■. 34<D&ms&\tt'rz&BStk<Dm#-&t>ik. uvm^- : 36^ 

«Hifc«^^5«U:9^*H^*<itl««>««*aiWfcU Flt3tf>^g&#] 

[0012] «§BJ ^4£>{Hl35-m, Tffi (a) — (c) : 

(a) 1E?IJ#^- : 27fBife^>fchE^SFlt3©J^i5^^<OcDNAi£^gB?IJ 

(b) iE^J#^- : 28|fi^<Z)l:hiES^Flt3CD^-f— tf ^^>cDNA^SBB^J{C*j-J^ 

(c) fE?'J#^§- : 29|a^OthiE#SFlt30ATP^^gP<fe^^^>cDNA^Sia^J{- 

ft]L55^£ifc^bfc-<^— Sr^frU-OfeS. mfife^{cili-6„ 

[0013] «§BJf3\ ^5<D{RiJffiTii, ^Ulig^m^^t-i^x Flt3ft^m*BJiSS.U ? /Xii 
Flt3/ITD3EM^WjttlJiaoitm*a^«»-«l«iJU, -eftKJ;^ ^Flt3^Hm*fB 
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[0014] ^5<£>{Bjffif-:&V^-C itufETzKh— v^M3££ 

„ Fit3^^^, & i&.^^j}as.t5/x«Fit3/ / iTD^^ w e tia.mimf&e>m 

w^SCSBSfi&JflJftfl"*'*-^ Bfjffi^BJia<^Flt3ite^O|il^,*?rfi]$iJi-^ri:# 
[0015] !6Wfl!lffiT14, ^^om^^WLfc^^htClii-So 

/iTD^sfr^rjiwiia, 0.1*. tf* Fit3«^^ejfc.^*fflia^.tj ? /x}iFit3/iTD^ 

, ffrffijffllfeOTTKh— ^£$£B£*£-£* ftrfa^i}&©Flt3Efe*^£/^^^ 
[0016] *HWOlBli, 

[2] TIE (a) -(c): 

(a) BH^J#^- : 27fB^<DtME^MFlt3(^l^ig^^^cDNA^Sia^J 

(c) ia^lj#-^: 29fB«^thjE^MFlt3<DATP^TO^^OcDNA^iS?iJ{C 
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[3] 15-25^S<D^ft^-T?.^^*LT^5. HlJia[l]X«C2]fB^m 

[4] iE^J#^-: 1, 4, 7, 32, 35^I^38^^^PJ: , 9jl{mfc:#^<^ia^ 
Sffi^lJ ^*j"J^i-^RNAiE^J^^*b-C^6 . Hif IB C 1] X 12 [2] K^mfife^l , 
[5] IE^J#^- : 2(D^MSM^iT^>m^tUn^^r: 3<Dm&Um*^1rZ>mk 

frbtezm&vmRZfrtzmmfrSGL'Xtt . mis c i ] - [4] ^ti^i^is 

[7] TIE (a) -(c): 

(a) m^m^- : 27fB^th]E^MFlt3<Dj^3fi^^^OcDNA^SiE^Jt-*fJ^-t- 

(b) SB^IJ#-^ : 28fe«OthiE^MFlt30^— if ^OcDNA^SlS^JtC^ 
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(c) E^IJ##: 29Sa«J<OthjEflltSint3©ATPl&^I^IH*©cDNAiU6E?0i^ 
[9] SE^J#^-: 1. 4. 7, 32, 35^tl ? 38*^^PJ:9^litV^>Jfc<t 1 t)iao^ 

mpm^:36<DMmmn&#Tzmmbmm&^-:37<D&mmm&^zmmb& 

[11] yn^-^-tLT, RNA#!W~ ffin^o^— 3UiRNAztf!J^— if I 
[12] g^n^e— ^— ^ U6^n^-^, Hl^n^-^- s tRNAT'o^e— ^ — 
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[13] T s 7/$'(A'Zs<99'— , Uly^^/V^^<^—RXf\yh^4/^^<^—^ 

[14] stfffi[i]— Li3'\(D\ f ^-rti^imi^M<Dm.^mzx*). FLT3mmm.mmR 

if ^Sr^iRift^WJU -?:*U-J:9, ^FLT3ii^m^&tf/;5mFLT3/iTD 

[16] BUfa[l]-[l3]OV^-f^l^{CfB*om^^ ; frUT^. Bi)fB[l4] 
X [ 1 5 ] | m.(D m%ftt£0 tz £> y h , 

[0017] mio, mtevT^^i/x&ffi^vtf^A&ffikfe&tiiz, F\t3(Dmm 

ittz, &mW<Dm.&%S&Wm LfcFlt3ifS3&m^J§&&Uv';mFlt3/ITD^M£W 

i-zmfaxmn(bizxte&ft&KFit3<Dmm&tomirzxm, m%.t£. r#h— ■*> 

^lESr^^^V-v'a^U F\t3m&%imm%.Xf/XnFlt3/IT-D&m^ : g 

mm. mtu*. Fit3mmmMMmRr3/xizF\t3/iTDm^#mtmm, 

Wiii. Flt3m&^&ltmfflfaRXfi/JLteFlt3/lTI)^m^ 
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[0019] 



r<b, mzmm<DF\tzmte*<nft^^&nu-tz>z.b, &$iM3:Fit3£=*-K-r3^ 

3ol^ Flt3<DaB£&^frJL55^£3^£^ iitlffl»K:ioV^ 0»J;itf, RN 



[ooi8] [m i]siRNA^. w-t—- nm^M&w-mizxz)^ m^Mmm^m^zmir^mx 
m 3]siRN AmM> l< tesiRN a* ^a-o^/b > mskmMm\^<D MltlZ. 



^^m~t, Flt3 (FMS-like tyrosine kinase 3) (Dm^P^^^—hiT 
S^^T'FltSi^^^^T^/X^FltS/ITD^M^W^ffliia^li^fi^^fe^^ffil 

Fit 3 it^^ <0 ft ^ ^>5tt^/X {iFltS/ITD^ MfteT- m?:Pfi W-f-?> w . 

-5v>{iFit3^>-/^^a^m^©J^i-2)wi:(c«j;t), &skmmm<Dmm^-r/^ 
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[0020] ffifEFlt3tt, mjfn.fflti&<DmMm*-?&Z>FUFlt3V #>K) <Dg^{refc<9> KIT( 
^JMJ&HT-^ftO , M-CSF (■7^n77-^a--»H : F) S.OTDGF (ik/h 
S*5fe*i5iH^-) : S^'tfType III receptor tyrosine kinase (TRK)^T?U— 

S 0 itfffBFltStCFL^Ml^^^^ g^#<D2*{fcte£^#= 3 f^--tto*£- 

C0021] £fc, «fj?eFit3{i, #(c5gifiLiM^oM^b^ii5fi^ii^--r^M^T-i#^b 

BS^^^Ii^U, IE##M^Ba-efiCD117^^mL-CV^CD34+$fflfla^ 

[0022] {\)*mm<Dm.i&<m 

m&fabteZ&£VMfc£tit^t£<bhiM<Dm&ZW&tl,, Flt3^tfe^rW^lb 

[0023] ^P^<^!giJcDfillffi}i, TIB (a) - (c) : 

(a) mrnrn^- 27mm.<D^hiE^mFit3<Dm^m^cDNAmmmm^Ms^ir 

(b) SB^J#^ : 28|e^thIE#SFlt3(7)^^~if ^^^cDNA^SSa^JtC^ 

(c) m^m-^ : 29ta^(Dt;hIESMFlt3^»ATP^'^$P^r^i^OcDNA^SiB3?lJ^ 

[0024] *P^*B#^*3V^T, rthF\t3(Dm&&mi&i bte, fflz.&. flg^Atf>^Flt3it 
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*J-^i"-5^g^J ^-^-r-So MfE rthES®Flt3OJ0|ja^i«©cDNA*fiSia^J 

mm>&%-rz>o ±mmm%mi&$ratr^*y^i4-i5\zi3\, Fit3/rr 

*frj£-*-<5«lftl ^*ixSo fch5E«S!Flt3©T5/aMB5IXt5cDNAE5Ul!: 

[0025] *MJll»K*5V^-C, rthFlt3(D^— #l;tkf, fS?ft A£>l^Flt3 

*n^^(^^^,Flt3<Datg%^Jb95^^)^^^^^UT^ii-efc5„ 
*fc, ^^rthFlt30dr-^— -ejgJfcjWu rtME^MFlt3<D^r^— if^^COcDNA 

[0026] *W#B#^*5V^-C, *\lW\tZ<DATVm&n&fe&\bte,m^\i.fe^A<D^WL 

iz^tutizmmi-rtttt* Fit3<Dmm&nmi,5z>&m <Dm$m&kL,x&m-e 

$>Z> 0 &it* ^^rthFlt3<DATP^M^fS^Jfi> rtMESMFlt30ATP^lH5 
teia*©cDNA4£SBB^I^*|-JC&"r5fl«J«r 1 t>^i-So SfriBrfcK£?£3!Flt30>A 

TPj$^&««©cDNAJfiSia?ij^*riSi--5««6j tti. ■. 29<d&sse 

^lJT^$tb^tME^SFlt3^)ATP^^^(OcDNA^Sia^J<D|M^{C^-rS 



« 



WO 2005/035004 14 PCT/JP2004/014851 

[0027] ^mm^mmmn. ^vF^^m^nn-r^t^^mm^m^wx^x 
m&.£ntc'Pte<bi>im<Dffi®. xnwim (a) - (c) ^b^mx^om^titL^ < 

[oo28] ^mmm^^x, rFit3<Dmmz$imv?z>]bi't, m^m^ti^^K Fitm 

^(D^^t^U^O^b. fe^cOmRNA^^^kb^^^i:, Flt3 mRNA^ 

/x{iFit3/iTD^m^^fla. , Fit3^^mejk^$iBiias.u ? /'xfiFit 

^-T^nmir^b, mtd,1®ffe<DF\t3?z/s<?m&$lM$:Wiiffl1rZ>~b, huIE*S 

i&<DFit3mB^-(D&m,m&mm-rz>^bx3b<>xh^ \ -tie rFit3<D^tg^«]$)jb 

9-5j^^bTfi, WKmfeZfrf&^k siRNA^^fJ^^+T^ 0 
[0029] ^ot, #3^<DMfi£W-£*U£> Flt3ift^m»BSSS:tJ ? /Xf*Flt3/lTD^M 

zbizmz.it. Fit3m^Biin.mmmRxfxxnFit3XiTF>^m^&Jkm 
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[0030] *WHtK*5V^> tFlt3M3&&Bl&}ktes Flt3 mRNA^^mbTV ^*WS 

. Fit3&&mMi/?^si'&ig*iL-x\t^mm, Fit3^<^M^M^m\^x^^m 

fla«f<OV^-f tLt>*S^*tt5o ^fiarFlt3i*5l^^jSiJ}aj^«, Flt3 mRNA 
^^^L-CV^^b^fia. FltSS^itm^^/^ig^bTV^S^b^llS. Fit 3 

^^M^M^m^x^^mtm^m^^Tnh^^tvbo £<bfc Fit3i«^m 

£jM^JJ&W*.. Flt3 mRNA^^^LTV^fiifiL^^fflJia. Fit3Efe3£lf 
-fvl^if *LTV ^ S shffir®!&, Flt3^^^^M^^n^xv ^ & JfiL-H*fflJ!S#^) 

[0031] £<bKl, rFlt3/ITD^M^iaBSj^i*. ¥\t3(Dmi&BW^<D^y^lA— 15<D 



^cDmRNAtrnm^L-xi^mm. ¥m^mizmmvxF\t3&mmmz/y''r/i'& 

M\t\±, Fit3<Dmj&i%m&<D^*y>i4—i5<Dmmz&\,^xmnA\aifo^m 
v ^ s skmmm .^^.m^m i,xfk3 s 3fcif m>^vv^it ^u-cv ^ & ^ 

[0032] BfffBrFit3^=— K-r^^(D^M{-*^<* : ^ji:b-c^, #y;u^ mik^mm. 

shift , £blzM:fcmaz&&WM&£i!hm(AML), M.&M'WMVk 

& turn (apl) % ^m^m e skm (ald , (mds) m>mf 



« 
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[0033] &mw<Dm&m^&ftzmt3<Dmm&nui>?z&&iti,xi^ m^mfezfr 

it, 3' *^{il^2-4^S^ffiUfe-^RNAO?f^^^$?>{-0^b<{*3' M 

[0034] ^fc, *^<d— mmtvx, A\a-zRbtito ^Fit3M^<Dmmm.m^M 
[0035] %n.mnmMMm^umt^m^ \ ±mm* (Dmmnmmm.^. 

fflX.&RNA=F&<Dtzlb(DsiRNAX&^Xh £V \, ^^^JM^^^fflV ^ 
[0036] ^mMcomMm^thlt, Flt3M&^&tfD.inifflti&%.Tf/X.teFlt3/lTD&m^ 

[0037] WT, ^K<^m^^*tV^rFlt3^Hi^^Jb5^^J^ff^^O 

j&U? (II) siRNAia^J^^OX^^^i«9K tf$H55o 

[0038] fifria (i) 2^c«it^S!i{*, mm-r^m^<D2^:mm^^y^m^x^x^ 
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f|j:|l^ v MFOLD^o^:72*(http://bioweb. pasteur. lx/ seqanal/int 
erf aces/mf old— simple. html)^ 5 ^ffi"C#^>o 
[0039] Buffi (II) siRNAlB?iJjg5£K:fc5V vttt, fiRWirt^&fl&^fiB^K Flt3<D#fg£#]$)J 

?u£, zftt—p—m®, mmm^m^ 5'*aRti*, 3 , #g3tR^;K.u ; &§ 

5^^l^^KaSW±T*> i^tUfi, 1687— 

^7=/«Si^> -fev^^i-S^^M^LV^. *f's siRNAffi^JSrf^jKi"** 

sia^u. £<b^# £l<«:. i^<DyT~;vm%mtfrn<o20jz?ujr^Yn&hfrh 

«ridSM*LV\ ir^g^GC^iirte, «f^ffi3£$fUcV>*s % 30—70%. 

[0040] &mm<Dm&mz'£m&tizmmte. m^m^ti^^K mmMmmm^^ 

3, 5&U^6, 8RXf9, 33^1^34, 36^.t^37. Xfe39RT$40^M<D&mmFl<D*& 



f 
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fcfr&tr&ltfflk, RXfi 

[0041] *&w<D$mm^i£^mmz, & *l< ra\ ^^m^^^-vRx^/y. 

{^PS^^tV^V 2 ' -ACE (2 ' -bis (acetoxymethoxy) -methylether) Xte 2 ' 
— TBDMS (2 ' -t-butyldimethylsillyl) V ^fcte^J&fcfef - 

[0042] ^^^fe}-ct«9#^nfc^f*. teKKJtii&v &&k j $>mwuk<Dfz& 

0d;tti, 6--7/l-*Ulz^mU, tt^lsi&jja. 2*-0-^/Wb, PNA(Pep 
tide Nucleic Acid)^b, T^^k^S^tfbnS. ^»«E»SW:, RNA^F^ffl 

[0043] #3&ifl<Diaj&4&<0»J<z>«ffi£L-CH:, fchFlt3©filiaflHHflc, ^—tW&R.U* 
[0044] $b{^»WOSiJ<DflBiBi:L-Ctt. ffUBKBft, W^fi, TIE (a) - (c) : 

(a) E^"J#-^ : 27|a«©th]E#S»Flt3<OJK3e6HB«<^cDNA^SE^J^^JCS-t- 
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(b) gE^J#"^: 28ffi^OfchiESMFlt3^^— £^i£©cDNA*fi£BE?y t£*tJS 
:U 4, 7, 32, 35^^383&^^PJ:9S«il,fc^^<^l^liSBB^Jt-^U 

se^j#^- : 33cD^ssa>?u^^'-t-^^SB^j#-i- : 34<Dm.mmm&#irz>mmk%: 

[0045] *|gW^m^^{-itt^ fchFlt30>JKa£8Hg#, " tffH«&VATPife#«P 
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[0046] *»WOiaj5fi*^**tS^^--W:, HlfL»^»l!art-CFlt3<D«ffi«r«i»JL5 

K (f&bp£ > iGENE|t®D , siLentGene (j&tM , Promega&SQ , pSEC Hygro 
Vector Ambion&M)^&^lfbtlZ>o ^SBTfV'M/V';*^*— fcb 
Tfiv BD Knockout Adenoviral RNAi System (iSoa^ „ Becton Dickins 
on#M)fi^lfbfrZ>o Ur-nSMVK*^:?— tVXn^ pSIREN-RetroQ Vector 
(j&aM, Becton DickinsonftSD ^^tf £>*t5 0 
[0047] ^Pjom^f^^ttS^^—l-fflV^^ci^— ^-^LTtt, nifLKj^^ffl 

^F*3-emHgU55t>^T'fcn^#(-|5S^«^<, #J;ti^ RNA#y^— i?Il:/ti^r 
^^PS^«*IVn^, Mx.it. tfr IBRN A*K JJ ;*:7 — KII^n^E- ^ tL-X f "i , CMV 

Cre-loxP^^Am^^*5^^^J:9, ^^^^m^J^-f-^r^T'tS 

o 

[0048] S^-<^— ^J^^SfjfaFlt3tD^^^Jb9S^^(l)2^:«it^Sao^ 
[0049] MIS-<^— tf>«|gJ3:, i&tC&g^tL&V^ #J;t}^ RNA^O#g"(A)^ 
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—^—mmT^-jj(DRNA^-^^mm^,r^±>^m^xm^^^ 

^r— ^— ^J^ktri^RNAK^M^^RNA*-^— K"f ^^S^^-fiS^UT-. Zrti&Zi 

S"jf@<^^t3^— ^— ^j^TT^n^en^RNA^r^-r^^i-^^^b-c^^i- 

^#j«iJf1M8. ^J^{^RNAiTWffl^-r^B^JT'*>^^f^#^Pfi^$i^^v^^^ R 

- te^Hi^tt. /yyast^T^/^s (G)xtt7f=/viis (a) ] t-rs 

^fci-rt^M*bv^ 0 RNATKy^^— trm/t^— £JBv>$#£\ 

- •7M?yc+ ZZ.b, RXf 

- *©v NT^y (a) le^ttani-sr £ 

[oo5i] i^r\zFit3(omm^mv^mm^^vtz^^—<Di^m^mz^>\,^x. rn 
A=f^m(D^^—(Dm^^ ^xmrn-rzo 
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[0052] -rt£t>-h . Fit3<Dm&. mz.&m&®ffl&. ATP^^^t*^- nm&m 

m-t, te^^«t0siRNA*^DSSa5lJSrPCR«fe-ef^i!iU» U6 RNA^y^^ — if 7" 

siRNA^^u^DNA%>fb^^L, mmmm<nmmm&i<D*iy£ttJmu #e>nfc 

[0054] (2)*mw<nmf&m&m^ *itFit3&&mm&<o7tfb— ^xm&jsm 
[0055] M;i£&)\a~i, *mm<DTtfv—- isx&i&smts i^^mMmmx^ 

W(-«J«!IU -t^J:*?. KFlt3ffi38^»J^tJ!/XttFlt3/nT)^^^r»l!a 



« 



WO 2005/035004 23 PCT/JP2004/0 14851 

[0056] *mw(DTtfb— i/xm&Jjm*. ^m^u^m-hm^h^x^tz.^ , fh3 

[0057] ^igor^h-v'^ii^tt, •e&mm'irzMfttem^zjjmz 
bits, fine*-*— -et^i-si!^^ »^R3g$tt*v>^, «*.r*. -rvR*^ 

l/^7A 7r- vi/a- ^jJ/VftM) , ^!7d^y>^^PKC412 (CGP41 

251. y/V^w^ttM). -r>-Kyy^^^suii248(^— i^'ttftiK y-^y 

D-65476(ASTAy7 s V^ttM), AG1295(CALBIOCHE 

[0058] huIE^— ^€rPl*i-^m^Jft, 

[0059] ^§g<DT^h— i^H*^KJ:tutf, JWfctfHa*, Flt3 

^T^V'^FltS/lTD^^^gte^Ifc, Flt3ffi^l^.eiiL^*ffllS 

[0060] F\t3^mm&UJ&Tf/^te¥\tZ/ITV^m^1®1&, ^#tti£ttFlt3i«&3&3l 
S^b»NBJiSS.U ? / / XOTlt3/ITD^^W^b^, .tO^Wf-W: Flt3fft3il§l 

6 ifiL#!^j^s.ti ; /x«Fit3/ / iTD^^ ; fr a jfo-^^eass — - <o*&w <Dm&Mmm 
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Hfe, V^m*^>9-t*fe. DEAET^t^&U ^ir/M&T-£fflv^;frig:. ig^-fe/v 

(Dmmmz-i&ij&i&mu Fit3mmmmf&Rxf/xteFit3/iTr>^m^Mifo 

[0062] Flt3m&m,mfeRXf/XnFlt3/lTV^m^MJ&^M<D$vmfe. 4k%HD 

-$-ZZ.b&-?ZZ> 0 mzm.'&ir Z>b<D-Q\t.t& Mz.lt. RT-PCR2fc, VT^?<4J* 

RT-PCR&, y—^-y'ti^hm. Vttt^-fxiyy^ ^^yr^-fe-r (ei 
A) , ELISA, ft&t&eLmmizxvntDtioZo 

^JjTO^^^ffitf^ffi, TUNEL&. MTT}£. ELISA, fti£.y&&mz.£Qfft> 
[0064] ^:^^«7)T^b— ^^ffi&jjfeit. Flt3ffi^^6]fr#l>teJi&&UvOi:te:Flt 

©ju T^h— v-^fi^^^^i^-et, _tfeFit3jt^T-^ia-^-r-5&jk?pio^ 

[0065] &tfn.m<Dfem%l%:\Z > ^^PO^-^ffiV N^C<b^X'#^ 0 ^[cps^-r^oTii^ 

[0066] (3) HuiST^h— *s*mftXm$:?r*£otz.#>(D*yY 



J 
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[0067] &&m<D*?HZ£}lt£, ##lil<0*^fc*^r#LTV>5;fc«>, HtfiET#l™>* 



cooes] &?sm<D*:vhizte, ^m^m^m^^it^^m^^^hi^^vx^ 

[0069] ^fc. ^PJO^hf-ft. Flt3^|g^r«J^JL5^^^bfc-<^^-^^^ 

[0070] &mw<Dm.f&yoxittvh$:m\<^z.k\z£*), Fit3m$£^.&dn.$i%®ti&%.xf/xiz 

[0071] Flt3ft5im^BJ^S.TJ ? /3?:ftFlt3/lTD^^^Jia, AfrW^ttFlt3i«l&3S 
*^»J^t5/XttFlt3/riT>^^^e>fkjBilJ!a, «fcU A^^Jl-«Flt3^^. & 
jfiL^^^t^/X{iFlt3/lTD^M^W&Jfe^^J^^^*^P^^^^^^A 

y^y^v^-k&u DEAE^^h^^, ^Ma^fflv^^fe, 
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[0072] ar^ms^i-it). *e>{-8¥*Bt-*isMS:Sftw-rs^. #^wra3d&0y©3&ia 

nmm 1 

[0073] (l)Flt3©«t&£»fMb5£^©^ritWB& 

Flt3iE^J©ATP^Stf£$|il£> (TK««) XttB&SfcWfc&Stt 

tLttit3<Dmm&nmv?zmm^mirzmf&®<Dm%ittiZ. hl-6o*bji& [Fit 

V4-1 llfflBfc [Flt3/ITDi«53§^J8flS] £r/B V ^T^ftUto 
[0074] Flt3©«ffi&#IMb5^l&fcbTfflV^siRNAH:» OT^-TIE^JSrlSifU * 

[0075] ATP^^gP^^O#6<JiE^lS:BE^J#^- : 1 (^"To ^©^&*?UK*|--r5siR 
NAl©i?^lE^J&BE?iJ#-$§-:2{£, T>-^irV^iE^J^gB^J#-^-:3{^i-o TK-gg 
^O^WBE^J^BB^J*-^ : 4{c^i" 0 r.^>^WiE^JtC*f-r5siRNA2(Dir^gE^J 

[0076] (2)#iHBfi&^tf>jit^*A 

HL-60mmmt3WTm±m)i&^^;ATCC CCL-240;b EoL-l*fB^ 

[Flt3WT (M£M) i* J55tjftWS ; ECACC 94042252] I/MV4-1 1 £fflJ!S [Flt3 
/ITDif53§m>NBi&;ATCC CRL-9591]<D##Hfl££:v 10#3i% ^J&ff jfcflf ( 
FBS)^»bfcRPMI1640l#^(^^^^^-^)T% 5flM*% CO #&T, 3 

[0077] #BJfe(2X 10 5 *fflJia/ml)^ h*^24B#Pfl^«>J£**U ^ 

trUHlXb, ^jNBJJfrSrl. 5X 10 s ^fflJlS/mli:^J;5^Opti-MEM(^fp^, Invitrog 
en*±®[) t£»»U #£>*Lrt:»»8eK:, Jfca^200pmol£fcS£3fc^J&siRNA:£r 
^APbfc 0 Oligofectamin , InvitrogenttM) 4 m l/RJ&Srffl V vC I^dd 



* 
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£ :01igofectamintC^#^Invitrogentt<^^oh=i—/V{C^oTb7^7^'>3 
^ffteotCo ^^hu— ;VtLX, siRNAM^P"ei^il{-^f^l-7Co siR 

NAiz£Z>4¥¥?M&}&^%. BCR/ABL3M7 niRNAK;#-t-3siRNA$:/BV ^-CW 

[0078] BCR/ABL3v<7 niRNA<^lftIE?>J£IE?iJ#-5f-: ^^^jifi^JtC 
*j-rSsiRNA4<Dir^gB^J^ia^J#-^: 11^ Tl^^l^^M^WM^^r : 1 2 

[0079] ^RNA^p^fitfg 

mRNA 1 {-^o TtT^o fCo 

[0080] Oligofectamin(^ D n p^, Invitrogentt^)^fflV^-C, £-J&siRNA££-iM t-t^ 
V^^v^a^LfCo 24B#P^iL #e>t^7t^^^, TRIzol™^ (Invitrogentt 

^JgbfCo ?^jo x h^>^^^V3>, ^NAOftffi&t^DNaselJ^S&LSl-'^ 
[0081] #£>tvfcRNA 100ng^rilM<bL,gE^J#^:13<D^iE^J?:*-r5^-y^^^ 
pmol) £U Real Time One Step RNA PCR Kit(i£jDD^> ^#7'M^f± 

$£)£/f^-t. yr/^-fART-pcR&^fT^ofeo tefc* yr^^^RT-PCR&jc 

^oV^Tf*. SYBER Green I {?tl7'M*#m ^^HkJt^Wl* . LightCy 
cler(igp p n^ RocheHJSD ^<fc«3$J£LfCo IB^i#^: 15&m 6fe^c07 P ^-^- 
^ffl^Tl^fH^GAPDH mRNA^rS!l^i-^ri:{cj;i9. RNA*£r^?fiHbLfCo 
[0082] PCR&Wte, 95<CX*30%P<D^*=LS<—i/3XD%k, 95XlX~l®b60'*:X*10®b 

[0083] #siRNAl-J;3Flt3 mRNA^^m^T^lf-^-ro ^1^*5V> 

^fifesiRNA^^AP-fr-r, h^^^^^3^(D#^f^C>^-^fT^o7c*fflJ}ao+e 
MmRNA^^M (Flt3 mRNA/GAPDH mRNA) &100%£U -£/&siRNA£r 
fflV^^{^J;9^<bUfc1 : i*fmRNA^^.*(Flt3 mRNA/GAPDH mRNA) 
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[0084] [^1] 



SI 
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s i RNA2 


s i RNA3 


s i RNA4 
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6 5% 


5 4% 


6 5% 


5% 
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(I) 
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4 1% 
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8% 
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<1) 
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3 1 % 


4 6% 
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* : EoLlTBRN A^F#24*£ 1 £ Oftt & it 



[0085] miZ.7Fi$tlZ£?lZ.^ siRNAl£rfflVNfc#-g\ ITD^Sr^-fSSfflife^ttSFlt 
3 mRNA^S^, siRNA^ffl V ^«£V ^W&<&65%$}MU ITD^#&V > (o^«9 
WT) (OMcD^-OFlt3 mRNA|gm^?P*J^lt-<,«]^J+a*ffli:-ei. 6f&EA 

±Flt3 mRNA%m&m&foK#imi-Z>^bfrt>fr%o 
[0086] siRNA3£fflV>fcl§-g\ ITD^JI<^W4St-^:fr^T> Flt3jf53i§9i*H^- 

joV>T, Flt3 mRNA», siRNA£JB W£^J^£>65%3lt]$lJU Flt3ig^Si 
laJ5a^lt^L,ffl]^Jti*fMT-l. 6{^±Flt3 mRNA^m^il^^J^fflia'Ji"^w 

[0087] ^C^o, siRNA2^fflV>fc^, ^T^M-CFlt3 mRNAlSm^r^JU -t«>5b 
Skit, siRNA^rfflV^V^^<D50%BU^-Cfeofc 0 U*_btfXI<be>^ ^ISWOlUifc 
%tt.Flt3^«IBS:»S!|-r53.^*s-C#Swi:S:flllgLfc„ 

[0088] — Flt3 mRNA£f2P£fi^siRNA4-Cte, Flt3 mRNA#^<Z>8]ffiirafiC. 
httfrofCo bfc^oT, Flt3 mRNA|il^Offi]©J{C^V^-C. E^Mt^fcS^ 

[0089] ^P^(Dm^#J^)^B^ii?fi>5.TJ t T^h--iy^--^#{C0V ^fcUttUto 
[0090] ^BJ^Mj^^C-a-^siRNAl— 3)te. ±3EHJ6^ll-(l)i:l«I«©t><Z)SrfflV^ 

o 
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[0091] 2x io 4 mmx^^<om&^96^^y^—H^Antzmm^KPMimi&(ioi^ 

m% FBS-^W)-C^L/Co #stt-g-^siRNA(#10nM)-Ch7^73i^'>3>'U, 
20mm&. MmmMfe&&. m&£ rPremix WSTli*^(Mi£, ^^"W:*- 

[0092] £fc, ^l&eH-asttSTtfh— i ^flMS^Jt^Sr* Ttfh— *>*&fflELISA*yi 

»< ix — o v. ^sriiei (_ v ^ T~-^<i lie. a. o ✓ -■» • i <* - — if* ■ — • ■ — « •* - • - • 

|^^^/V^i/y-^^DNA^^^^$^^^K^^ELISA?rtt^ 
9r£K£93i;teUho #8f^fr£i5fc#^ ABTS38f*W3Ii&«&HlU 405nmtf>!R 



[0093] #S#^siRNAlCj;5Flt3 mRNA38^6jfo#ffflJ5a^©*B^5i4^Oj£#0> 
[0094] \MZ\ 

»2 





s i RNA 1 


S I RNA 2 


s i RNA 3 
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5% 
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(0. 


7 0) 


(0. 


5 0) 


HL60 


I 1 6 


% 


1 1 5 


% 


9 0. 


3% 




(1) 


Hi 


(1) 




(1) 





* : HL6 OTORN ATSMSltlfct S C0tMSt8*lffitttt 

[0095] $t2\Z7j*£tlZ>£5\Z.* siRNAl— 3&JBl\fc#£\ #*Flt3 mRNAjf53§^JlBfl& 
lOf«l:ii*<, IC50 (50%PfiJtfc£) 10nMO^^-CFlt3 mRNAffi^ 
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[0096] siRNA^AttZbK£^XmMft60%&TlZ&ffl£tltcmmX~n, 4 




'll 3 

[0097] Flt3<^1lg£«Jb5£^£3£^£^5fc^#^H^ BamHIIMK loopi^ 

RNA PolIlKRNATKyy^— if III) ^— 5*—*— l^h&tmindllllMhS: 

[0098] ATP^W^^{-*fi" ; 5ir>^gS^J^iH^J#-^: 17l£, TV^"te^ia?iJ£rie 

[0099] ¥\tz/\Timmz.itftt±>*um*w&m j % •. 21 r^-t^m^w,n 

bfco i?^IE^J£:fa?!l#^-:23^ T^-tr>-^gE^J^iE^J#-^:24^-ro 

[0100] #e>*vfe^DNA^, 90 < c-e3^ra*pj»bfc o m&\z.3Tciztitmu ± 

[0101] ^{d^cSa^ :pSilencer 2. 1 siRNA Expression Vector Kit (Human U 
6 Promotor, Hygromysinig^ffl ; Ambion&M) £J8 V >T , bn— 

HtflET^-yv^-erfc^-feyhSr, T4DNAy^— t?3rJBWt, _LIEpSilen 
cer Vectorfc£S££*. Rt30«IB&#©Jb55#Bfe£^bfc^*— £^fc<, 

^fflVN-C, ^mf =yff^t/KDH5o , XMjM109)^f 
37 < CT'lBfe, AmpiciUin#^TLBJ^m_h-ei#^b, ^ff^&^ft/c^u^— 
fciSftU pSilencer^^K^rffi^bfco ttMSftfc^^K*, BamHIi: 

^-:26tC^^H5igSiBJ!l<??^:n j eiX<Z>v'— ^v^^T^— £JB V ^TflftJf U 
pSaencer^ , 7^5KO#A»r-H'©lfiSsia?U5:flft®bfco 
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[0102] (1) Kinase inhibitor^om^-^-^&ft 

(-^fi)osiRNA3) ^Kinase inhibitori:<^m^-^^^<t^^S 

KXZMV4-1 1 (ITD^M) tofc&mf&m&m&lZ^ ^JfcfftLfc. £*J&siRNA3 
tt> ±mm&&n-(l)tmm<Di><D&m\<^tZo Kinase inhibitor^LT, ITD^ 
mfoiZtt\sXft&&.<m*i\r ^AG 1295 (C ALBIOCHEMttM) 1/ ^fc 0 
[0103] (2)mti&~-<Dh9>*7^>sl/ 

i/Ji&fP IflLffl (FBS) %fiS7JlfUT :#brtfii#flB (£*7\ culture mediumcw"t) „ 5?£ 
=»% CO #£T, 37 < C-C24B#Pp3, MV4-ll*HJ3&2ri&^Lfc 0 oV^e % Opti-ME 

2 

M(F®d p d£, InvitrogenttSa)-efH3IL^:MV4-lljNBia(l x 10 6 $Bi§S/ml) £Cuv 
vet(BIO RAD*fc»;HJI9St 4mm) ^CuwettC. siRNA3£r*t-M 1 . 2 M 

M£fc5<fc5fc8&ai]Ufco ^©Cuwetl:, Gene Pulser XceU(^ D P D^ . BIO 

RADttM) {C-fe^hbfc^, W^&fe 650V/cm, 25msec-CPulseLfc 0 
Cuwet^®^bfc^iaJiS?S4<D4{^#Oculture medium ^{ZlMX.X^Ml^. 96"> 
a/K^— M-lOO » \/V^^bt£&£o\Z.ftm.stL 0 
[0104] &:Jo, n^hn— /VsiRNA^UT, C3GFP(Green Fluorescent Proteinosis 
m <Dm&\ (irV^IH^J : ifi^J#-^ : 30, T^^irV^E^J : BH^J#^- : 3 1) &^%-fZ>si 

[0105] (3)AG1295*0;JS 

4mM AG1295(DMSO|C-C^^)^r, fifjfficulture mediumfCtlOju M, 6ju 
MK.TW) M (0. 25ftMW% DMSO) (^HMbfc#^^<^AG1295^ ±.^(2)X 

T, 3rC"C?*aiLfco *&S*W!*&&72l5IH| g , Premix WST-mi(^a°n^, 

o >fci8* IMIW:4S->«rn=6-eiafcU *-<©*Pi£te&#*fco =>^Fa- /UsiRNA/0 /z 
M AG1295T*h7^7^^> 3 VUfc^<DW^^lti^Lfcffi^ii5B^(%)Sr 
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[0106] HlK^T, «ttttAG1295M£(/* M) , «a*tt*B*fiS5a4*(%)S:*H"o B# 
fc£=i Vhn— /VsiRNA^r, &#{3:siRNA3£rffl V ^fd^^<D^^k^ \ 

[0107] I2ltC^tv5«fc9^ Kinase inhibitor*^ W&Sl^x MV4-11 (ITD^ 

«l!a<Oii«tr±» rii'Ha— /WiRNA/O/xM AG 1 295-0^^7^ v^a^b 
fc^^irJfc^ *£tfe##Jte* 3. 0/z M AG1295-C59. 8%, 5.0/iM AG129 
5-C84. 3%«i*»$4x*ri:dSfll»"e#feo siRNA3l|iMT*JBV\fc*§£\ &BJ§£tf> 
i#?Kf-3:> /VsiRNA/O^M AG1295-eh7^^^^>'3>'Ufc^^lt 

[0108] \J)Aj£&h. M<^Z.tlZ y siRNA3i:AG1295££r{#JB MR&<DmMte, 
=il/\>xi — yU-siRNA/O n M AG1295-Ch^>-^^^>3>b/c#^^Jt^<> 3. O 
juM AG1295T?94. 5%. 5. OpM AG1295Tr99. 7%tW^\Z.M<^U-t^ 

[0109] ^<D~tK£K>, siRNA3m&(Om^ tt^&%&B&MibAG1295l$<DU±'7 

[oi io] (i) Fit3©*te^»^L5^Ks^sM^bfc^^^— ^isaBj^^ma* 

^#>5#:^% CO , 37t:-ei##LT*5V ^fcMV4-l lftllfi (2 x 10 6 fflM) SrCuw 

2 

et(BIO RAD#M;fflffi. 4mm) t^U ^Cuwett:, ^Jg^j3-C«^bfcFlt3 
/ITDffi££#1-3^<^— 3 a g> Xtt^^bo— /^LT. Flt3/ITD^^i:GC 
■^ijSSI^D-C&S^^— 3 n g^rS^DU/Co 2fe^C<DCuwetiSr. Gene Pulser 
Xcell BIO RAMJ» KiryhUfcgL 650V/cm, 25msec 

-CPulsebfCo ^lCCuwet^^^bfc^a^?^*04{$SOculture medium^ 
^JDXLTSg^b, 96^*/W^"W— MCIOOm l/^/l^fr&U 5flE»% CO #£T, 
37t-e*BJ&£i##bf;: 0 Jg^§g*&24B£l?^ &lJ&Oitm?££fei:> Premix WST- 

H»tt#*n = 6t?Hi£U ^(DW-mWk^t^o MV4-1 1 (ITD&#&i*i3& 

3D MoitmPM^te^^ho— /Ko±tiaig(^it^bT<Dti*j-±im^(%) ^ 
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[0111] m2iZ.7jk£tl%&?^ MV4-11 (ITDm^M&WfflS&VlgMte. =^0— /W£ 

it^ 7i. 4%nm^f^>^t7bmmx^fco m^x. mmmmmi— a\z.^^j^ 

[0112] (l)£iFlt3 siKNA<D&&bM$l 

CL/CtKKdTU <^ v^sirtiN/w^^ je/Jiai-ar^ nL- oujfpi/ics vriuow nti,-^**./ j^ui- j-wj 
(Flt3WTi^3i§§l) ^.t^MV4-l li&Jfe (Flt3/ITDi^3£^,) £rffi V ^Tj&fftWCo * 

*^ife^J(-*5V ^Th£, 3 * ^amit^^&V ^dsRNA^oV ^tfcftUfc. 

[0113] ATPm&mmm<Dmtommttm&-&:32\z&ir 0 z<nm#jmm\zttirz>siR 

NA(Dir>-^gB^J^ia^J#^-:33}C, T>-^"fe^BE^J^ga^J#^:34^^-r o TK 
«#<D8IBjE#I£«?!I#-£-: 35^-To ^cD^^|E^J(C*fi-5siRNA<D-fe^lH 
^U^ga^U^^- : 36{3l. T^irV^gS^J^BE^J#^-:37(^i- 0 BSS-BW* (Flt3 
/JMD^figlt) ©SIWia^JSriE^U*-^ : 38^^-f- 0 r<^lftiE^J^*j--rSsiRNA<D 
-fe>-XgB^gB^J#^-: 39(^, T^-feV^gH^J^iE^J#^-:40tC^i- o 

[0114] (2) Oit^S^A 

HL-60^BJiS.EoL-l»S.T^MV4-ll^BJ3ao^-^B^{L 10K*% Visffifr 

jk?f(FBS)^^PLfcRPMI1640^(^^W^-a^)-C\ 5^% CO 

2 

T\ 37X:X24^m^^tc 0 
[01 15] ^^l&^l . 5 X lO^BS/ml^Si? (COpti-MEM (ffi&& , Invitrogenlh^ 

) fc:!!8»U nbtltcMMm&Cuwet (BIO RAD^hM ; F^BSt 4mm) SC^U ^C 

uwettC-^^LfcsiRNA^^tb^tV^^l. 2/i Mir^i^f-^PLfCo 
[0116] ^IC, ^<?)Cuvvet?rGene Pulser Xcell . BIO RADtfcSD Idirs/hUt 

650V/cm, 25msec-CPulsebfCo ftlZ* Cuwet^^Lfc£BJ§& 

^4<D4f§*Oculture medium ^(-^PX-T^g^U M'100/z \/ 
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[0117] &3o, =3>hn— /WsiRNAi:L-C{i:C3GFP (Green Fluorescent ProteinOg£ 
^) (Dmn WsXGlffl : 30, T^¥±>XBffl : BE^I## : 3 1) 

5siRNA£fflv\ tizmzmftLxmMvtto 

[0118] (3)RNA r P#<^?fe 

Lfco 17l$JWgL tflBlBJia*^, TRIzol™^3l(lnvitrogentm)^fflV^-C, ^:RN 
fee h^^^^a^ :£3WA(Drtffl&tmNaseIf;i£5&3l{-OV^ , 
[0119] #<b*tfcRNA lOOng^M^U^ffi^JS^-tlS^XBE^J^Wi-a^y^^^ 
pmol) £U Real Time One Step RNA PCR Kit(iSiS£, ^fr^W^tt 

SD^fflvvc, yr/^-fART-pcR^^ofco yr/^-rART-pcRfe{- 

joV^Tte. SYBER Green I(**9/^*tiM) t-^<^3fe©^lb«r, LightCy 
cler(i3l,M, RochethK) {Cj;9ffl!j^bfCo E?IJ#^-: 152tTJ«16|e*W>^9<Y-*'— 
«rfflV>-Cl^filtCGAPDH mRNA&iHj&t'SwfclCJ:!), RNAjfcSraHWfcbfco 
[0120] PCR^frhfc, SS'C-eSO^O-O^ra.-^— i^y©i, 95X;Xl&h60X;X10&b 

[0121] ^(D^m>Flt3^tg^^JU5^^^^V^3'^iffi(-^WbTV^TTiam 

[0122] (l)-£/&siRNA<DjNBJi&*#?i^<£>JK# 

^clilMom^tLT^siRNAl, 2. 3^W-r-5^^^^t^siRNA3^ai 

{zx^MV4-n(nr>^m)mm<Dmmmmmm^^^xmm\^ti 0 ^sirnai 
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[0123] (2) ^JIS^-OTransf ection 

MV4-iimm<D&m*±B&nmmi-(2)bmm<£>h<D$:mi<\ RPMii64oigj£ 

\Z10&m% ^ifeirllfc^ (FBS) *Mk.Td%m {UT. culture 
medium£fN-) * 5frSf% CO #&T, 37^^24^ Pal i^#b/c 0 #Cf^f&siR 

2 

NA3^»h^V^^^v'3>'(i, i^T^i^^tTofCo Opti— MEM ( in vitro gen ^iB^) 
XMffi L/CMV4-1 1>M (2 X 10 6 jji|BJ!&/ml) £Cuwet (BIO RAD}±§^ ; 4 
mm) ^ftl^J&LfcsiRNAl, 2SU ? 3^*^V*Dx.fcsiRNA^^7 i /^ 



£Gene Pulser Xcell(BIO RADtfcJK) \Z.-te*ybUZ&, H3§3&|£ 650V/cm. 
25msec-ePulsebfc: 0 Cuweti^SS^Lfc^iJia^ft<D4^*(7)culture med 

[0124] & 33 > :^l>n— /ksiRNA£l/r{3C3GFP (Green Fluorescent ProteinO! 
#-§■31) Sr#f 5siRNA^[«lfll^*f^U-CllJ6Lfco 

[0125] wmmmmmfe 

_h|S (2) "Cffl jtbfc96£oi/K7V— HC100 m l/*=nA4ni;t5f*3*% CO 

2 

% 37 c C-e^Ufc 0 i##IS^72NF^ § ^J§&<Dl#^t££Premix WST-1^ 
n=6-C|^ffiU. : £<D¥-%3{$L$:$:bbtz 0 =i>-ho— yVsiRNAt?Transfection<D±i5it 
[0126] m3{C^Lfc=t5fC. siRNA3^Tii46. 5%if mM^5r<b^$;ft£:;^ si 

RNA^7^/v-e«23. O%b#1g\Zffi\,^mMftifflTZ>^b&0;£titio ^<D^blz.£<9 

% siRNA3 m&Xi>+ft?mMffim%)3k&n%Z.bX%, ££>^siRNA£-^*-t-£;*7 
[0127] thFlt3<Z)i^ifi{#^, *-r—i£mi£. fcSV ^*ATP££^gMfc 
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[0128] gB^J#-^- : 1 »4» ATP^SB^^O^^-cDNAgS^JT'fe^o 

[0129] ia?IJ#^:2ii, SEQl-S^-To X?V*<7'F20RTfi2m, fttfVtfXJn^T 

[0130] IE?IJ#-S§-: 3f2, SEQl-ASi^-To 5?^^K20XIf21tt, ^tf^yafc*^' 

[0131] iS^J#^-:4ii, TKK^^SP^cDNAE^J-CfeS. 

[0132] iH^lJ#-i-: 5^, SEQ2-S£fM- 0 ^^^K20^21{i> 7*^r ->ytf^W- 

[0133] BE?lj#^-:6te, SEQ2-AS»i- 0 5?^U^K205tt521f4, x^v-y^^lx 

[0134] BB^J#-^- : 7f4, Flt3/lTDK^^^>§P^cDNAiE?IJ-C*>5„ 

[0135] SH^J#-^-:8[*, SEQ3-S»-T 0 *9U**f-Y2Q%LXfi2\)&. ^^p-i^y^^lo*- 

[0136] SEQ3-AS^-T„ ^W*^K20AV21tt, ^h^ytf^V' 

[0137] SE^IJ#^-: 10ft, bcr/abl^^K^-r^Ol^^cDNAia^JT'fe-So 

[0138] BB^J#-^-: 11(-*3V>-C, 3yU3*-^K203ttf21l$, ^^v^^l^^F, {&<D 

[0139] IB?»J#-*§-: 12K33V vf, ^^^^K20Rt^21f*. "f^^W^X^^Y , f&O 

[0140] E#l#-^:13tt, Flt3&3— ^S*e^£*ilB^5fcfc<0PCR^>^— Fltll 
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[0141] m^m^: i4Bu Fits^-^-r^mm^m^-t^^pcR^^-Fit^ 

[0142] m^m^: 15ft, GAPDHSr=J— Ki-SjfteT-SrJiB't-Sfeft^PCR^-Y^— 

Gi-efc5o 

[0143] SB^J#^-: 16f3, GAPDH^— K-r^jt^^-^B-r^fcfeOPCRT 0 ^^— 

[0144] gE?U#-*§-: 17li. ATP^K^^^*J--r^siRNA^^$-&^fc«)<D^^-fe^ 
hFlt3SIlFT^ 0 ^^V^Kl-5(D^tt, BamHIffrJRBglilf 

*— ?*— *— SPftrefcSo 

[0145] gfi^lJ#^: 18ti. ATP^K^^tC^-f-^siRNA^^^^fc^^^m^-fe^ 
hFlt3SIlRT*3>5o ^^^-Yl-5(OW$.^ HindIII»S^il?Ste. Xfil^frf-Y 
10-15(D^fi, RNA#y*9— -em*— «S<£> **W*?-K35-h43<D« 

[0146] IE^J#-^: 19te. A«3F!I«>fc«)©5ia*-feyhFlt3CXDNlF"T?a)6o 

Utf-^Kl-5©fB*fcW:, BamHlSO ^*U^K26-34<D^£ii, /P— 

So 

[0147] gfi^iJ#^-:20«, n>-hn— yViE^J(D^^(Dfcfec^|g^ir^hFlt3CONlR-efc 
So 5t*W^Kl-5«)flH«tt, HindIIIftll£l*3&*IHft» ^*U^KlO-15©fB« 
ft, RNA#y^— iflll*— 5*— *— SWfc, ^*l/^K35-430|gl^{i. /V— 7" 

[0148] gH^"J#^-: 21fi, Flt3XlTGY^>icM^smNA(D^^<Dt^ib<Dm^±^h 
Flt3SI3F-CfeSo 5t*V^Kl-5©««r4, BamHl8i!lPKg^$|5#U ^*W"^K2 

*— 

[0149] SB^J#^-:22{*, Flt3/ITDK^-f^(-*j--t-SsiRNA<D|g^.(D7iJ6^^-fe^h 
Flt3SI3R-e#>3 0 ^*^3j"^-Kl-5<Ofg«l4, HindlllSfJM^M, ^*W^Kl 
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[0150] gE?U#-S§- :23ft, ^Yn-;VW.n(D^(Dtz.t><D^^f3^yY¥\t3C0^3¥'^h 
5 0 ^U^-^ l-5(Dmmi. BamHI$iJIS^^§P{i, ^l^^K26-34tf)®i|£ 
ft, /V— :/&tf£, ^W-^K54-59<^^ft, RNA#!W— tfm*— 5*— 

[0151] ^J##:24tt,=^hn— Zl«^jO«^fc»<^5fcfr J feyhFlt3CON3R "C 
#>5o ;*^^Kl-5£>^I*£ft, Hindin©JR#*Sli{fe, ^U^KlO-15<D^ 

[0152] ia^»J#-^ : 25ft, 5 ' ^-y^zfy^— trfe^o 

[0153] SH?U#-^: 26ft, 3 ' jr^^^^— Tf*>5o 

[0154] SH^J#^- : 27ft, m&&WLY M^~ZlbZ> 0 

[0155] ga^J#-^ : 28ft, ^-n^V^— K^TfC**. 

[0156] gH^IJ#-^: 29ft, ATP^^K^-T ^"CifeSo 

[0157] SE^lJ#^-: 30WOV v-t, ^V-^K2(XK.TJ i 21ft, ^^r^^^W^K, 

[0158] |E?U#^:31i:::}3lM:, *?Vjr^h*20RT$21fe, ^^>V^^^b\ flfeO 

[0159] ga^ll#-^- : 32ft, ATP^^^{&<^#cDNAga^J-C&>£ 0 

[0160] SB^!J#-^:33ft, siRNA-CfeSo 

[0161] |E?IJ#-*§- : 34ft, siRNAT?*>5o 

[0162] E^J#-^ :35ft, TKK^V^^cDNAE^J-C&So 

[0163] IE^J#-^-:36ft, siRNA-efe^o 

[0164] ia^J#^- : 37ft, siRNAT-fcSo 

[0165] g£^J#^- : 38ft, Flt3/ITDK^^gfl#cDNAgE?lJ-C£>5 0 

[0166] E^J#^-:39ft, siRNA-efc^o 

[0167] ffi#l#-J§- :40ft, siRNA-e&>5„ 
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[2] Tie (a) -(c): 

(b) |B^J#^: 28ffi^C>thE^Flt3<D^— if|M^OcDNA^gE^J(^J^ 

1__ -w Act-? I^tv -T7 r» 

(c) m&m^-: 29fS^^>thESSFlt30ATP^lF|5^^cOcDNAmSgfi^J^ 

[4] |E?lJ#-5§-: 1, 4, 7. 32, 35S:tF38d^^i«9jl{in^>^<^lffi^SIfi 

[5] K^iJ#^-: 2^SSE^J^W-f-?>^<i:iE^J#-^: 3cDSSgE^J^#-r^^^i^r 

mmm^ : 39<Di&mmp\$:&irz>mmbmpm j %- 4o<Dm.mmp\&#-tzmmb& 
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[7] TIB (a) -(c): 

(b) ga^lj#^-: 28ffi^thjE^^Flt3(D=3F-^— if^^cDNA^SE^J{-*f^ 

(c) BE^J#^" : 29fS^OthjE^MFlt3<DATP^^gt5{i^^<OcDNA^SiE^J \Z 

[9] Ifi^iJ#-^: lx 4, 7, 32. 35RTf38frbteZm£Vm&frfc.&te<bhim<Dm.mm 

m^ttfoV, d^o^JfeSIE^Jt-*J-J^-t-5RNA^^L55^^^^Lfc^<^^— 

[10] IE?fJ#-S§- : 2<DM£iWM*^1rZ>mkbWM$t^r : s^ssa^JSr^-r 
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[12] ^^n^E— >?>S, UBT'P*-^-, HI -7"u^— r*— , tRNA7 , D ; E- — ^ — IkJJ-C 
iltfUft^jqjfMU -en^J;^. ^FLT3i«^miffliiaS.U ? /X^FLT3/ITD^M-a 

[i6] m^i-isw^frfrimizmm&mi&m&^^xtez, w*«i4Xf*i5 
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